Protective effect of malotilate against galactosamine intoxication in the rat.
The influence of malotilate was tested in a model of galactosamine (GalN) intoxication in the rat; two different experiments were carried out: (1) an acute intoxication (GalN at a single dose of 500 mg/kg s.c.): after pretreatment with malotilate (100 and 200 mg/kg p.o.) a marked reduction of hepatocellular injury, as shown by decrease of ASAT, ALAT and GlDH, was observed; (2) a subacute intoxication, GalN at 3 x 300 mg/kg s.c. for 3 consecutive days, which induced a more moderate hepatic necrosis: malotilate, 200 mg/kg/day p.o. for 4 days beginning the day before the first GalN injection, decreased significantly the disturbances of the biochemical measured parameters (plasma total proteins, prothrombin time, fibrinogen level, BSP clearance and hepatic total lipids) and accelerates the return to normal. Pathology studies revealed that pretreatment with malotilate increased markedly the number of mitoses observed in the hepatic cells after intoxication. In addition, the time of appearance of these mitoses was earlier in malotilate treated animals. From these studies, it can be concluded that malotilate protects against hepatocellular injury induced by GalN in the rat and that it stimulates the regenerative capacity of the liver after intoxication.